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R 3 * R 4 :fc£tfR 7 ;6S^ft^ft7K§if-e&9. R 8 rt* * Si -C fc 0 . R'^SSBCfc 
5 ^ * ~> /u "C & 9 , ^lt>f ^/y /w^RSSi:fc5^, ^^IU©7-7^8 
£ "C £> <5 ; 

R 3 % R 4 :fcJ;tfR 7 aS^ft^ft*^T*fc9, R'^JltfR'^^ft^ftn-^^/l- 



( 15 ) 



#^ 2 0 0 2-5 1 7 



lit 2 6 J 

o 

•9, ^ L T ^ ^ / y ;v ^ r E i C 6 ; 

R 3 , R 4 i3J:^R 7 *S^tL-eJx**"t?*>l9. R 5 ri* p< ^ ^ & 9 , R J Ji^>^ n-. 
R'fcJlt^R^S^rix^iXTK^I-efct), R 7 ^ 6 - > ^- /l' T' £> 9 . R 5 & J: 15 R 8 7^ 
ft -e fc 6 ; 

R'feJltfR^S-ttt^n**^*!?, R 7 ri* 7 - 7 ;U u & 9 . R 5 J: R 8 

nn - yf ^-Cfe 9 , ^Lt-f^/y/MSSEgi:RffiB^7t^|| 
^^t^S ; 

R 3 :fcJ:tfR 4 ^^n^;ft,7KigT-&9. R'*6-> h ap-> -e fc D , R 5 £5 J: R 8 
^^tiftin-yf/vt'^)^ ^ LT>f ^ / y sfiBi: RSB©7t 5 fi 

» "C S> S ; 

R 3 *3 £ 15 R 4 fl* * ti * ti m T* 19 , R 7 ^ 6 - t KB*i/-Cfc5, R 6 £ R 
8 ^^^f - ^f ;VT*fc «9 , ^LT^ ^/y;MSSEg^RSI<7)7t 
A ^ « "C fc 6 ; 

R'^^t^R'^^tL-^tt^C^T-fet), R 7 ^6-7/UtPt*fc^ R 5 :fc J: R 8 

t> % * tz z <d mm m x* &> z> ; 
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R'&XXfRttf^fr^thfcmX'tb*). R 7 fl* 8 - > >V -C &> 9 % R 5 fcs J: R 8 ^ 

R'^Jit^R^^^n-FnTK^^fcO, R 7 ^6->^/U-Cfc0. R 5 <fc R 8 # 

^tb^ttn — • > ^ -e & 9 , ^u-c^^^^y^^^ssas^RSas^^-fe^rg 

-C fc S ; £> 5 ^ IS 

• -e fc s . tt fb ^ « o 

[ » * * 1 5] » Jfc « 1 4^fc«©flS*»-C*>oT, 
R 3 „ R^Jzt^R'dS^tb^iXTKai-Cfc^. R 8 ri s * m X & V % R 8 # S g IC & 

#L "C &> 5 ; 



R 3 . 


R 4 


*s J: R 




*3 


J:tfR B tfS^;ft,^*b 


n 




X 2b 


9 > 


^ b T -Y 


^ ? y y ;v ^ R £ g 6 ^ 




^ /: [ i ^ (7) 7 v ;u 1 




t -0 -5 


R 3 . 


R 4 




7 ^5^^t-^iX7KmT^9, R 5 




J: R B # — & ^ 






[ft 


2 7 


1 


o 














l r 












R 3 . 


R 4 


io J: 15 R 


7 ^^ft^*L7Kig-C£>9. R 6 




J:t5R 8 ^-£-n^*L 


n 




"C & 
















R 3 . 


R 4 


*5 J: R 


7 tl^ tiTkmx 2b V . R s 


So 






* b 


r -r ^ y 












R 3 > 


R 4 


is J: 15 R 


'frzti^tiTkmx&v, r s 




itfR'^^H^tb 


n 


- ^ > =f- 






> tit 












R 3 , 


R 4 


J: R 






R 8 




is ? u ^ 


3r > 


-e 




ix-r ^/y/MJREac 




5 ; 
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R 3 33 <t t/ R 4 




19 „ 


R 


' ^ 6 - > f ;u t 0, R 6 33 <fc R 8 £S 


ttlf tin - 




X <4 






"C &> 5 ; 










r 3 33 J; r/ r 4 


&?ft?ft7k^xh 




R 


7 25W-7yu^-D"Cfct), R 5 33 J: R 8 


^ ^ f h n 


— 7 si* ~e &> v . ? 


b T 


>r 




^ 4& "C 6 ; 










R 3 £5 <fc R 4 


f^?ft?ft^MXh 




R 


' ^ 6 - > h ^ '> t* <!) , R 5 33 «£ R 8 


755 ^ *l ? ft n 




b r 






^tlT'feS ; 










R 3 ft J: R 4 






R 


7 2)5 6 - b K d ^ V "C i 5 , R 6 33 J: U 1 R 






» 








R 3 33 J: R 4 


&?ft?ft*mx&> 


o . 


R 


? ^6-7;u^pT^^ R 5 33 £ R 8 


# * *L ^ tb n 


- :/ ^ £> t> , ^ 


b X 


>r 




^ , £ 




* 






R 3 33 <fc TJ* R 4 


&?ft?ft*mxh 




R 


7 j&* 8 - ^ ^ /u X to V % R 5 33 £ R 8 


* ft? ft n - 


7 T* fc 9 , -t b 


X << 






«9 T 5 ; 










R 3 33 J: R 4 




V > 


R 


R 5 33 <fc R 8 *S 


? ft? ft n - 




b T 


-< 


^ y SEt i: RfiB©7t $ fi 


m X fc 5 ; 










R 3 33 <£ t* R 4 






R 


7 ^ 6 - ^ p d T'fe 9, R 5 33 <fc R 8 rf>5 



m x h * , 

[ IS * « 1 6] iff 3fc « 1 2ir|B«Oft-&«*^ttSgi9Jtt^S*b5S-t©«[ 
[ tt # * 1 7] r * =- * hfffflti«58tt5*«tl-is^T 1 *I £ 
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im&m 1 8] 7 > * - * h f£ ffl £ Hi t5«8f l-fc^-C 1 fcli 

-e *> o -c . m&m i 2^fE«o{k^ife4fc(i^SiJW(-^^u?5^wffi^^ffigi 

[ IS * Jg i 9] y ^ fyf/^^/S^frroS^*^ gi t5»»f 

or, IS*JSl 2 lC&.®.<DitG-®i-£ tH-±mffl#)lc%i& I. 5 Z> Z <D 
S^-f Kt «r*tf 2; Sfc. 

[ si? jfc « 2 o ] ft iS§ g * ffi . * n - <s , 3:#tt&jR*fl:i£, KM 

-> * % m ■< > * y >- S , tf^hyvj^^iffigs, / y y-^t - • x y y ysts, 

T J» . AI DSKB»t6T*. <fc ^ S§? i£ K Bl i£ i" £ T «K ft J0 flUfc ft . iS St fl& 

mit3(. * » n s £ . aibk, + n is » jb * . * y >- ^ ft « m . 

^ ^ s, US , o f&awmmm. A/ , ^A/(wBi*i-5S«©, © jfo. ffi ft , ft 

fi Jk £E £ . = y ? fl-: . GHl:^»t5li*fcliTSH«r^»t5ll« 
feS^^SitiSitKfc'V'trji^teStS^ftrfcoT, » * * 1 2 fc IE 

So 

[i»*«2 i ] u&ttmm. iSfliSifejE. -r > * y >-#m,$:& . xft&w. 
§r w e$ s , j§ sn* is bi ft , *> mr <*> §i w « , jb ft tt » # , BS7^^f 

itfPft:^*^^ y^fv-^SE^s^, * 81 T 00 ft #1 i£ , liStt=<oB? 
R « . WflS*/u-ir>-£#&5i-£fli&. BR » * . ft i£ ® . «ttl^S^ffiJtig 

l:isvcrjT,Srf&J5ft5*»T?fcoT. IS * « l 2 K © -fk ft m * I* mm » 

[ eiS # ^ 2 2] ^ y = /< ? * - t» □ !) ffl)9IIf «r£.git58»tl:fc-v> 
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triisrfliSiats^st-fcoT. mum. i 2 \z mm <o tmmm tote 

L 5 S^olg^^St^^-lcS^-rsrt^^tf^iSo 

ix^^fri-S^ifeT-fcoT, §9 # ^ l K IE i|$ <o {fc ^ & £ li #J 1$ lc g ;g L 5 5 
^©fi^^«»f i £ ^ tf * » „ 

tvSrjgeri-S*&r-fcoT. 18 Jg l 2«c:iB4£«<t;-g-fe*fcli|g^JW^S^be> 

[ St # JS 2 5] #&|S$§teWS&^<D|g?D£.& Si t^Stf i:j3V^tcn«r 
BfPti^Jfe-efeot, 19 # « l I- 15 « «D fls £■ m * fc 14 HI n » S ^ L p 3 tf> 
fii&SS^f Cg^tS: i £ ^ tf # *£ „ 

[!§3fiJB2 6] »g»ftt«)«*oa»«:«8itS»«tC«v»THi«r 
Sgfn-TS^?S:-r*feor, M*«i 2{cfEi|$ro<t^fe*fcfi|g#Jto(;ig^L5 5* 
©JftfrttttK**::**-*-*-*:: t £ ^ tf # 2£ , 

[ 19 # « 2 7] ^ fifr Jft ifc HI i: LTfflV^ttSlg^JffifiitfelTfcoT. §9 # Jg 1 

[ flt * 2 8 ] »Bf*S»KfcLTffl^&4xSS!3U»jS*-e*>oT. 19 # >S 1 
2K8Bi|£<offc^4&*fcra:3g8J«j|i:gigL5 5 * (O ig. , fci^f ItJ: 9 IS #J to 

[ IS # JS 3 o] fgjmS^ciiJU-S^/i'* s ^^Kemt-M-f-Sfo^^SJS^, 
[ 19 # « 3 i] 19 # « 2 9i;Ef ©*St fcot> Si ^ , gjSSfcraBSffctt 
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- ffl *m , ffF^^fcBI^-rsBfttflgilm. "Bet, tt^tt, -IB ^ ft 

K (75 & ffl J: tf^ Br rt> ib ft ■£ 8¥ J: Dil^^ixS^jfeo 

[ IS * 3 2 ] i*S3 o irieiro^Sffeot, -fin # , £ .» £ fcii ffi ifc # 
» » B * . # * * J" tt # flk ftHtlciy^^^ixfcflg^-ffi, S tt * * V 







?||&^ « * ft 6 


















& 






IS # ^ 1 K |2 ft (75 it 


>^ 

a 




* fc is ig #j #j k a 












[i*S3 4] #gfiii:it5 


fe 5> 2> *?! # <75 «g 


7C 








is * i 2 ir aa * <o 


vc 




« * ft li X #J to k 




5:t Sr^tf *S. 










— in . -y f 
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^ * * ^ — * ^ y 


> S§ * # >f * (H I V^gtp) m J: 


V m& £ in z> 


Mr 




tt « Si tt « » « 


ffi (als) % &±&mmmm. *y 


-^«/hJH*«ffi ( 


u 


p 


C A ) , ft 6 TJ? 




6 ft * « J: «P5S^$ 




6 














1 m? sf? *H 3 6 J bu fii m htc / A' y 


>f -v — ?F*j „ 




h 


7?! * ^ N — ✓ y 


is ffi , £ -f * (HlVSr-^tf) 1- «fc 










SE (ALS) . S -L tt IS IB5 * * . * 


-^«/MH**ffi ( 


o 


P 


C A) , ft ib (- 




lb ft £ 8¥ .£ "9 ill iR £ 






. »*534KB 












[ IS # « 3 7 ] >F&Jffi(75f&S(?£r ! & 






T 






* fc t± ik m w s * 
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a ^ <75^ ^^s^ 


f t «r 4 tf * » . 
















T 




m v fe o r , is # « i 2 n e « « as 


« * fc la as *y w i=. a 
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9 S ^<75J^^gg^ 
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[ 0 0 0 1 ] 

* * M » . ^ (i) & xxs (i i) (ovc^m. yvF^^fyjgfttyM 
•f 6 0 y^h^^^> (Sg^/^ySffijJU^JSf , srif) t/^tjr ^ 

jl K^^^y (tetradecapeptide hormone) |± H ItOC v'S^TS* 1 

£>¥®££ft (Brazeau, P. et al., Science 179, 77-79, 1973) % ^ S ;!/ ^ y 

©3i&ttii:»LBi£v^»J»^ffl«:^t5 1 t i s ^Six"C§fc (Bloom, S. R.*3j:tf 
Poldack, J. M. , Brit. Med. J. 295, 288-289, 1987) 0 £ fe , V^h^^^ 
> f£ «: ffl V* T . 6iJ8*^ (Reichlin, S. , N. Engl. J. Med. 309, 1495-150 

1, 1983) ti* ^i&femtLWijJ 1/ (Parmar, H. et al, Clin. Exp. Metastasis, 10 
, 3-1 1, 1992) 33 X tfftl <D t,> < o ti*<D t h I- & Vf Z> # S ^ # ffi (Anthony, L 
. et al, Acta Oncol., 32, 21 7-223, 1993) (C O V> T # b tl X £ 0 V ^ h ^ 

^yii, r S y ^/f y-^i3j:^*;u#^v^^f ^--tf H«t B ft W £ *t * 
iflsflJ»JIH*s«S< ft 5 0 
[ 0 0 0 2 ] 

14 * *& - ft *> -? . V ^ h^^^^g:^^^3bMt5^^^ K*«f*0>«iS-ffitt=H 

^fc'StlTV>5 (Yamada, et al, Proc. Natl. Acad. Sci. U.S.A. 89, 251-255 
, 1992 ; Raynor, K. et al, Mol. Pharmacol., 44, 385-392, 1993) 0 r th b <D 

m & <d mm &j & m \~ r n . mfc<ffi&t5tix\,^z>k-*>v&>z> 0 ts&g* 

JS^f&«i:ffl*^mnTSfco ^-r^2^J:^50^ttfbti, # fi tfwur ^ <£> 
» SK J: 9»»i:iiGH*»»t5IIB ( 5fc $i g ) ja J: t5T s H S:»»t 5 
JRH^Bia<5(tbttTl^o * ^ ^ 5 ft < ? >f 2 4£ ft: 14 * ^ n y ? 
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m (xvmimizteM&mRim) . mmmfk& % -r >> * y v^^stt. x^^», 
jjr f p§ § . *t m<4 #1 bi , *«*ff©a**p,t5»c:wi£;p»»i&«>ia* ( £ 9 

ffilZ. temit&mi£) s ifi7^f/^J;t;!Sft (pancreaticocus) V >f * 7 1 /U 
, ii © flg If » . * T £0 » . AIDSi:ffllt6T 

m. it^m&icxvmKztitcTm. & & * tz & m & <d mm & % b v ^ % m * * 
^y^^^t^)M^6;ffF^WiS^^/ < ^^^^^^^^;Jif^^, H ® £ ft if go ffc 

[ 0 0 0 3 ] 

n #i <o m $z rMi , ®titi%}£i& £ rjmvi&z^-tzmfflft^zm&i-z r £ K 

5 fist i£ <£> #f % (Hirschmann, R. et al, J. Am. Chem. Soc. 1 15, 12550-12568, 
1993; Papageorglou, C. 33 X Xf Borer , X., Bioorg. Med. Chem. Lett. 6, 267-2 
72, 1996) y h X ? 7 >-g^«C t <Dffi?Ptt^ V>^^fe!^|e48$ tl X 

[ 0 0 0 4 ] 

$ h \z % i£ I *5 J; I I h y ^^f t ^^^«rrlt*fc6fefe, 

» <£> ^ * I* , *tB#tt*t>U<tt*fi»«*o»«f*fctt*^»«ftlcHlii 

igi/ 3 s/^J:9i«S, fftf^trJ:5fti«ft. » * ffi J: « ft H » ft tt ft 
Z X fc £ o 

[ 0 0 0 5 ] 
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fflV^ii*-Ct*Cfctf, 5¥Ci5fc9«gSiltlfc ; Tanelian e 

t al. , Pain Forum. , 4 (2) , 75-80, (1995)* RH . + h V *> J* 7 * * * & Vfi M 
iSfi«Lfc#g©Jl3fttttftPIS (etopic neural firing) £ 3 W W I- » ©J "T 5 
SE # fc 0 . :©^*sXA«r*Ltrft6*»*«l:i*«:(l»lt6 

v 31 ^ h >- . y k * 4 > , * u ^ ^ ft ^ ) iio^riiitiSii, 

SflS (sommolence) , *g iir A, . ^M»f R4^f) H i£ ft ft £ r t fc * L T 

r o a d , h y At t v^;^s*ft'#g^«if afifflficsat^ : £ a* ^ 

SJltt^ (Davor et al., J. Neurosci, 1 993, 132, 1976-1992) 0 L J&S o 
, ttSPHtt^i^ ( neuroplastic pain) <D ^ ^ ^ h y £ ^ ^ >- ^jWU ^ ® 

*U (M fctfSi ft v>ixA,^. ^ef^ifrlg) *r«Ht6ilt(l!»ftv^tt*#ft6ft8 
J: »3 S ft ft <b ix £ 0 L tf> L , Kfi* #tf:*< ©tS 

ft***3j:T//*fcW:*3!itt^l8J|L*:{P5 r k & < . z <D - t » ti h <o M ft\ 

*>8f*« ( tolerability) £ 3?J K U X £ It . # ft W * tt ift «f£ "C fc 

5 # . ©J ffl a s <£ 9 '> ft ^ ft P ffi tt= #J 2 s , ^4fc^^i:$titi^:HSt)^5 

[ 0 0 0 6 ] 

^^p^offeoffi^ii, ?l m k *s ft * 1- h y ^a^^^^/u^^t^(c^ls/c 
i4^^-r#s»si4o?s^^ts (j£ffiwmm& f&«^^s« (po 

stherapeutic neuralgia) % » ft « K£ S . ft b t5 ^ tt= B ffl , * ^ j|g jfi & ft X 

vftmm^m< wmm&K t?) ; ft k # * * & 
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uaS©f&il:f a/itW^ I £ li I I <0<l:&^«:S4t5; b iz £ D^ffi-f 
5 » 

[ 0 0 0 7 J 

* s§ en <o <t -g- 4& n , (mftftmm. o ^m. y 

? ttS^f&fc J:yg&it . 31 # r *> t> ) . * > # «i ( 03 x. IS Jtte 

Hl : KJ^*5j:t55fe5gE^:JM«)telS^<J:iGHi§^l, £ fc li #J x I* & li I, > 
(OmmWm (prostrate hypertrophy) . IE ¥ M & P . ^ H/7ia«3*f 

^^^D^^&jft^roLH^ifc) , ftaf(::.fc>3SS$B£;h,;fcJHa-GS ( ® jfc SS , # 

^F^I-Mii-t-SflTtt^JM) , nS6t, l+ ft , T A/ tf» A/ , 9 , lis*- ( « a: hf # 

A/ o flff * , MfiSiS) . 3g^J ( * * y - . Rfroi 5 4fffflfr*t***fl:t* 

(W jLti^r i? > . y * k w.e ^ ) ^^tppsrJtig, = # ^ > , r > 7 * * 5 >- , 

;u t' y - h «£ fib. w «E # IS , ^^/-^7f ey^it):) <DSL/li*s.fctf*»5»f 
/j: if , ^JmH^JCjoltS^/I'^S^iK&W (glut amate release) (C i t 5 fe 
^ 5 *f « . ^S4fcH:ES*iKffiwf&«cJCjii-5r k t> S „ 
[ 0 0 0 8 ] 

y hy^* fcii^-*yyyS^if) , ? ^ ,u ( h i v Sr *> ) »c .t •? ^ $8 £ 

ti5#s^tt, mmmmmmmitm (als) . *s ± b§ & . 

mm mm (opca) . fcktM^&&±:fc<fctf*H«:o#ig^wf£flifcif. ** is 

% w g> ta m 

-**fc*5n-c. *&wnx. (i) (oit^m, 

[ 0 0 0 9 ] 
[ ft 2 8 ] 
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[0010] 

II # ;yc (D&^X* V ; 

X 11 N £ 13 N - R 4 T* , ffiI(Dg^^S^Sftt^^A X|j:N ^ tfiM<D& 

R 1 Ji H , - (CH 2 ) B -C (O) - ( C H 2 ) . - Z 1 , - (CH 2 ) a - Z 1 , - 
( C H a ) „ - O - Z 1 £ ( C o - C 6 ) T /U * ^ - C (O) - NH- ( C H 2 ) 

, - z 3 -e fc r> ; 

Z 1 (1 , (C,-Cn) T/W^/W, ^< V ✓ [b] ^ * 7 3i > , T7;n^yW, ^^^/W 

% ^< > / [b] ^^^o:^, >f y ^- 3r * ✓ V % ^ y K y ^ , 

[001 1 ] 
[ lb 2 9 ] 




[0012] 

[0013] 
[ft3 0 ] 



4 
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[0014] 

R 2 12 (C-Cn) T /U 3r ^ % (Co-C t ) T ^ * - C (O) - O - Z 5 , ( 
Co-C) T )\<*r )V - Q, (O) — N H — (CH 2 ) , - Z 3 ^ fc 11 $ tl t V^t 

t>J:i*7:n:=wu-C*>!9 ; 

Z 6 ft H , ( C , — C j , ) 7 ;u /U ^ I i ( C H 2 ) ,-7!/-/K'fcO ; 
Z 3 li7;A ( C i - C , , ) 7;V^r^7 ^ / , N, N - *J - ( C , - C , , ) T/U 
=5e^7; A - NH-C (O) - O - (CH 2 ) . - V * = „ - NH-C (O) 

- O - ( C H 2 ) . - ( C , - C . ) T )V ^ tfc|j:>f 5^/!!^, t? y ~ /U 33 
J: /u * y = , t^y v?n/K fc" -< y i? = % t° 7 / y ^ ^ ^ , 7 7 — ft 

R 5 li H T' fe 15 ; 

R 4 I i H , - C ( = Y ) — N ( X 1 X 2 ) % C (=0) X 2 £ 7t X 2 "C & 9 ; 

YliO^fctt S -efc t) ; 

X 2 - (CH 2 ) . - Y 1 - X 3 t? Y) ; 

x 3 [1 h % -£itn ( c , - c , 2 ) r * , ( c 3 - c e ) v/^o7;^;k ( c , 

- C , 2 ) 7^3^r->, ry — /U^^rv-, ( C 1 - C , 1 ) T ?\» * T ^ J , N, N 

- *? - (C.-C^) 7;^;i^7; A - C H - i? - (C.-C,,) 7/l/a*Vt 

R 5 l£ (0,-0,2) T/U^r/U, - ( C H , ) . - Y 1 - ( C H 2 ) % - 7 sl =. - ( 
X 1 ) Dx (C,-C 12 ) > * o T * , - ( C H 2 ) H -S - ( C » - C , 2 ) 7/V 
3r „ (C-C,,) TA"*A'-S — S- (0,-0,2) T A? * /U % - (CH 2 ) . 

- ( C , - C 1 2 ) T >\s >r =- >v ^ * fc|j:7x^;K 7 =? - >v ^ t° n y 

^ % tf y =. ^ j: n 

[0015] 

[ ffc 3 1 ] 
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to 



[0016] 

Y 1 IS O . S , NH*fcl±*S'&"C*>»9 ; 
R 6 12 H * 13: S O 2 - 7 si ?V X* &> V ; 

R 7 (± H . m m J: 5 7/U3*i/*fctt^r;u*^7 5 ;t-B*Shfc7;v^/u 
T? 5 ; 

x F , Br. I, C F 3 , N O 2 . OH, S O 2 N H 2 , CN. N , , - O C F 3 . ( 
C-Cm) T /U * V „ - ( C H 2 ) (X 1 ) n> - N H - c o - 

(C,-C) T >\s 3r , - S- ^oi^/U- (X 1 ) „ , - O- ( C H 2 ) B -^mn 
A" - (X 1 ) ox - (CH 2 ) B -C (O) - O - (Ct-Ce) T /U % - (CH 

2 ) B - C (O) - ( C , - C 6 ) T >V*c )V % - O - ( C H , ) a -NH 2> - O - ( 
CH 2 ) ,-NH- (C-C) T/U^r^. - O - ( C H 2 ) . - N - ^ - ( ( C t 

- C e ) J: t/- ( C e - C 1 2 ) T ?v- (x l ) „ d» & ft S » J: 9 

^S^COXMlTK^, C 1 „ F , Br. I, N0 2 , OH, - C F 3 % - O C F 3 , 
(C,-Cn) T/U^r/U, ( C i - C i 2 ) T C - S - (C,-C,) T JV * 
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# tt * # f-lB:-^i- S r k*^ts 


0 
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[ 0 0 7 0 ] 

^-rs^&^st&^L. r^^^iiiieo^: (i) ku<te (i i) <o\M^m^ 

[ 0 0 7 1 ] 

£ J3 <g <fc , mm<oftffi&£Xfiftmic&rtz&&<nifabM*. v I Pl^Iffi 

, ~> F Z? 7 * h is * (nesidoblastosis) , >f V ^ U >" JiE , ^/^ F !) 

mm. / y - ■ *y y t « » a i Dscist^Ti, te^s* 

SlcHitSTi, & Jflf « It ffi , iii ® B§ ^ *m 8* , B£ ifc , /h K BH £ . A iS 3S 

«t. + -fgfliit St , * y is > Sfemm % tt Bft SI » sfWl' * ( gonadotrop i noma) 

, ±&*#mm&.m&* r u - y ®imm&wmmm % '< *j ~ y v m . 

y ? ftfc, GHS:»8tSIIII4e)tJ«i:TSHfc»8t5»i^i6fi4:^5tt 
S*»ti:fe^t:iitftl!tS*St»«H, r©*fttt±Boa (I) 
L<fi (I I) (D^^^*^fi|g^JWf-SSU5 5^o^^^«ife^Mr«-^-r«5 

[ 0 0 7 2 ] 

» , mw$$m , « ai « in k *s . fcitffwa*i3j:t5 , RFffi©t&af;H*»» c Jt *5 

3* » K f* iB f «• » 16 ) . JB&^^^x^feit^BS&^-f^f 1 ^. 

» , * T JfO *M 3¥ . AttftfcttfittoBKiRttfet/^BB^/u^^S:^*-*-* 

H IB » »K Rff^Afif , BflSHE<c^©|Rffitt«ft, ^^|s]^^ffiitmffiix/S 

*5t>TrixSrf&fi-t-6*ffiS:SfitU, r. <D # 8= ±m<D * (I) fcU< 
14 (I I) Oftd**fcttIJt!l»lia*U5 6tO«*rB[|[»ti:l!l*t5Ii: 
*r*tf o 

[ 0 0 7 3 ] 
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£ tz fife <o m m in *5 ^ x # « w 14 , ^ya/^^-epyoiiipai^^g^t 

< W: (I I) ©ft^»*fctt*»»l-a*L5 6t©*«rtt««tic«*t5r 
[ 0 0 7 4 ] 

»»f l:^v>trtiSrIBrt5*S«rg»L, r. <n Jj ffi 14 SC (I) <£> ft; 3* £ 
14 IK a KM- 8: # L ^ 5^©t?rK«[»fi:fi^t5: £ £ 0 

[ 0 0 7 5 ] 

S K ffi « K # T # * 9H4 , h y »>A^ir^-»^©«»r«:^*ti-« 
«»#tc*5^r^^Sra£»f-rs*ffiS:»ttL, r <D * tt * (I I) <o\\L^m% 

[ 0 0 7 6 ] 

fi:^t>t:ti«lDtaS^i«U (I) ote^^i * It t*M 

mm i:SS L 5 5 r t Sr « tf . 
[ 0 0 7 7 ] 

ti:i3^t:nS:aSit5*Sti«l, rojfrifcttS; (i I) 0Mb***fcl4 

K a W S # L 5 £ *: * tf . 

[ 0 0 7 8 ] 

Stic is v*"C*»Htt, »Bf****UT«io*fcft©Kai^* 

^r^^u, c <z> m & m is st (i) <oft-&«*fei4iiia»j-s*u5 5-to*a, *s 

[ 0 0 7 9 ] 

Sfefii«b^l8«fw*3v^r**Mi4, ai»»»t Ltffiv^ti«)©ll9liBfiic«i 
c tf> ffl $ 4£> (4 (I I) ©ft^ft^ tliH9J»HS«L 5 5^©fi, 
*5 J: Bf 8 in J: 0*a»i:S*l5 6 * * a * * tr . 

[ 0 0 8 0 ] 



(45) 8^2002-517500 
$ h nte O ffifil K *3 <^ X *&m& . 38 l£ H ^" K 33 It 5 ^ ^ * 5 ^BlSttJIdiii- 

teSf-TS^ffi^g^U. ;©^SI4S (I) « ffc £ l£ li & ft] g ;g L ? 5 

mmm**~>y--exmfm, m^-^^m^-t z>m-&m&. met, it^t. xa,a> 

-g"e 5 , 

[ 0 0 8 1 ] 

$ b \z. te o? fli & \z. js u> T * sg gfj n , 38 Je H ^ d is ft 5 :/ /i- * 5 ^ m Wl it)!: M ~T 
teIt5*fe^S«L> c <o # ffili it (i i) ©fc^-ttSfcttKSlttuiafcLS 
f * t± BS ffc # fig # . ffl # Rf « » *=/w*>tt#cfig. ftl»lcJ:'9^38£*xfcJIgfl-fg 

4§ X *> 6 „ 

[ 0 0 8 2 ] 

£ h H <£> m « K *3 ^ X * 38 W , WS©a^lc|ai-^fe^^)S?S«<D/&^^ 

ffiojj* Lv^ftu, #i « a* , r ^ y - ^ . ^ >- ^ >- h > #i , — * v y 
<> 4 iv* (Hi vtttr) «::,): 9«*SF*i,*l*«*tt. ffiSffittfliatffft; 
5e (als) , _t 14 HB ffll H* . :*-y-:/fiB/J>Jlg^iBSJ£ (opca) . fj K 

1 0 0 8 3 ] 

$ h iz. m <0 m 4$ *5 v> T # |g IJj « , #Mca^lcB8i-Sfo^^5JS^Of&iS^ 
£-St t5tt»f Kfc-v^Tilx^f&StsSS^gKL, ro^iifeiiS (i i) 



( 46 ) 2002-517500 

v^^, * >r ^ * (hi vt«tf) ru:»JSi»s*L6#S2Ett:* ® # «g f£ <ai] 9£ ^ 

it & (ALS) , _h HS fi£ *g , * y - y S /MH « tt £ (OPCA) , ft 
KS*±:fcJ:tf*Btt©#«S^f£/Ba»bftS#* t» j1^£*x£^^T-£>6 0 
[ 0 0 8 4 ] 

wjx&-f&«ei-s#ffiS:S«u, ^<Djjmte#: (i) <o{^^^ fcfiiu^cs 
L o S^wS^KSRf Cfi4t5 n fc £ ^ 0 
[ 0 0 8 5 ] 

^K*:f&*-r-5#«fe«:««U. (I I) (O it & m * fc tt IS M » § 

[ 0 0 8 6 ] 

[ 0 0 8 7 ] 

$ e> k fife o m m *s ^ x * s& ^ i* , rA/^A/<of&«*^st-r*«»#fc*3v^ 

t:ti«:j6it5*ftS:S«l, c <7) # fete fit # Jg l 2^ffi*^Yk-&«*fcttl!l 
»J W K S * b 5 6^^I^i»^f CS^tS: ^ £ ^ 0 

*«^li|Bf $ntv^i)5S<!0iftlii, £ twr. * fc it & m * co — =r n 
^irfe^Lfcir^iii^^W^^tt^teT^^rfc^rtg^^fcS^i:^, ^ # i? <E> i£ 
{fit /^S»t5tfe55o ft ^ » 2c * tt # <& T L fc n <o X o ft it & m » £ u 
< ft v^ 0 

[ 0 0 8 8 ] 

* (i) *s * t* (I I) <£> ft ^ $fc li . ft ^ £ £ j£ £ fc tf> ft 3* 
(I I) Oft-&tt^M5S#&0 — SBtt. *f|W|^#ai:lT^I$ii, ^ 
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[ 0 0 8 9 ] 

±temm*i#xxr*a\mwmiz&^T % sit ^> man. »Et4^R9*Lfc 

„ /d t°;K >f y :/ p If /U % :/ ^ /U , se c — 7 *?• A> % te r t — :/ ^ , ^ V 

^ , >f y ^ y f ;v , ^ =*r , y ^ ;v i:' T* -5 o 

[ 0 0 9 0 ] 

T'*S7;U3*i/SS:^tft<Dit5, ^ <^ J; 5 ft T /u ^ 2£ o #J 12 , ^ 
h * , x F^rV, -f P # * ~> . -< y 7" n # * V „ / h '> , >T V :/ h > , t 
e r t-^h^r>. ^y -*T V 'O' I* # > , ^^V^y, >T V ^ * V > * 

ft if T* ifc £ , 

[ 0 0 9 1 ] 

a * £ t? <?> i: -r & 0 

•y^p7;w^r;w^^5fflilli, S»*©a«f l-ft bht js?) , Br 3 J: 0 n 
^ p ^ ^ ^ ,u x > ? u ^ * /u ft if ) % tf v ^ d r /u * ( m x. & tf v ^ p [2 

. 2. 1] ? - 2 , 5 - ^ >- ft if ) v'MT/^/vS ( M x. tf 

ry^>-^-/uftif) ?rttf t)<D tfSo 
[ 0 0 9 2 ] 



( 48 ) 
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[ 0 0 9 3 ] 

fc tt 66 H * if ) fctt5#8«, -Sai3J:tf = «SCaHr*tf. SXIt« 3S=SK 
( m x tf tr y > % ^k-;k * y y >- , t° y ^ ^ ^ , ^-^^^>- ( - ,u 

^ k — A* % -< > # ✓ — /u , n - * ^ A* -< v k — & . > y << ^ v v — A* % ; ^ 
r ;/ — a^ # <t ^ r V s r ✓ — a* ft if ) -c & o r j; ^ 0 at ^ « . « i tf f o y ^ 

[ 0 0 9 4 ] 

"R^^^R^iirti^^g^t^ii^-flc^ot, R 9 *s J: R 1 0 » m * 

m ^ £ N R 1 1 "C & o T k J: < , : I R 1 1 li ( C , - C 6 ) T /u * A^ - C ( 
O) - (C.-C) T A* * A' , - C (O) - NH 2% - C (O) - N H - ( C , - 
C « ) T * A^ - C (O) - N ( (Ct-Ce) T ?v) g% - C (S) -NH 

t% - C (S) - NH- ( C , - C 6 ) T/U^r/U, - C (S) - N ( (C.-C.) 



[ 0 0 9 6 ] 

* r -e R 1 1 II ± e <£> J: 5 in * m £ tt , ffltefitS:fllric-*~SRSS£:^*f~ ( *! L % a 



[ 0 0 9 5 ] 



[ ft 5 5 ] 
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[ 0 0 9 7 ] 

o « tf , 

[ 0 0 9 8 ] 
[ ft 5 6 ] 



[ 0 0 9 9 ] 

[0100] 
[ft 5 7 ] 



[0101] 

l . m xl « 

[01 0 2 ] 
[ f fc 5 8 ] 






[0103] 
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[0104] 
[ft5 9 ] 



[0105] 

WT<0 = r«jtSrWi-S**WO{b-&»lcfi, ^ T « ^ - ^ C L f: ^ o t t 
^ Sr ft ft S : 

[0106] 
[ it 6 0 ] 



[0107] 

(i i) -*-ft*>t>*<DS8S«r»ihb; 

(i i i) mtkm&mft-f z % -t <Dfcft*m ft-r z 

[0108] 




N-A-B-J 3 





g 



(51) 4**20 0 2-5 1 7500 

m *s ^ -c a * v v <> m. f- * > * /u mm m & m ^ x *r m m £ ti s r — & 

Wi:g»f>HT^5 fct^S^ittS^ ftibtfKfc;ft,^Jx<03SW<a!&g|;ft:f- h y 

VA-^v^^^mmm ( (i) * i* ( i i) <o<t&®) 9 m»{zmma 

ittl^S C=X#«*r, feftcttSi, 8f IS # & PS * . S HB Si *f ig fiS ( 

glossopharyngeal neuralgia) , flg & 33 £ If M <0 » ig « 0? W , E 9t t£ & # g 

ttv'^ hn 7 >f-<i:f,t;i:*'>f^¥-<j:if) , *>itf«2#14iliB. *r ft IB 18 & 
*3J:t/t5jSk«Jr^<#g^SF/j;if; ft P, t/ *?* * 38 f£ , Sif*c8t{g:fc4U t ^3gt£« 

[ 0 1 0 9 J 

" f& m * 5ft ft fi " 14 . ±£Ci 5 i;. f & « £ £. S fc "f ■& « a £ K S 4- b fc t 
$ K , Sb*Wftii&a{«:tfce>-*-©C + »/j:, iC (I) t L < 14 (I I) * 7i (4 Jg 
SI«i:$«L5ot©IciirSt, f& K *T ft ft tt . K»*S:JtSiSf»^33 
J: t* Se ft * « » «*ogS4 5,t)!|:Je4*at J: 9 . Sit 

Ji5ft^«*i©tt:*ll±t4^5*', *fcttKte^#»as*$SW<DlSSamiE3c1&«DJE£ 

[01 10] 

* S§ BJ1 <£> {b #M4 , Ji IE <D t?| it it (I) is J; TJ 5 (I I) T- S Pp £r L J: 5 K 

(4 . ^ ^ l: $ & ic 91 m 5F S t iff iff L t V ^ X t> J: t\ r (O £ 5 ft «■ # f 'D \z 
J: 0 2i©*f Iftfti!4^L, ^-cDJc^ft^^Mtt^Sri-^-C (ftS Lfc, ft 

* 14 & # ift K K L ft ^ M «: f£ . *s «fc t* <z> ? -tr 5 ^ 435) £ fc 14 v 7 T * 7- 

[0111] 

«*«rffl^T»*Ufcttftif) OJgT-»it5:ti!fl5„ © 4 5 ft g£ #J 
(4. « & , fig m , 0E . y V » . ft g* , ^ n fc* * >- jg , ^ W ^ g«K = B£ , 



( 52 ) $f ^ 2002-517500 

d - m ^ & , h ~ m^m, * * > * z & a £ & , * 

[0112] 

IK SJ » a ^ b 5 -5 «K tt , a (I) * fc tt: (I I) wft^ft^ftl^iH, 

5 O 

[01 13] 

* Mi , S*#*ftK*«*t«*3J:t*«ia (h. t°n y (DiSMS, 5te £g g * f£ 

o 3 ^ItK> vip^^jii^, * *> k y 9 * h * . ^ -r >- ;* y >- *m , # * h 
y >- ffi £ K a$ * / y y^t - • ^ y y ygif , Ti, aids(cm*^5T^i 
. it^mm^Mm-t zTffi. & mm urn., mmm^mmm, mm&. ^nmmm 
. * s s % » + -mnmmtz * h vie ^titevzm ( 

^ y > > 7 & m m , ttfiiij»^;^>, ^ - 7 * #i , «r 

gfittttlBS, /< 5* * s/ hfi, *5j:tJ«*<o5lfittW»«JS) <o ^ ; £ £ ^ £ 
t£ # <4 ~7 <d fi± kf ( ¥ « K A/ , JT^A/, M R IB ft if ) *5 J: # A/ m B9 * 

i- « «t tt ( ■* R ft if ) ift ; {& ik J£ *a= (fi^ttteJfiLfflg. *««jliLffiffiftif 
) ^J:t^^^^^«f^ftifott«©f&fK;GHSr4>*-r5IRH ( 5fc $1 ^ * ) ft 
fetJ«l:T SH*»»t5RBi:tffl-e*)5o 9 4 ~f $ X ftta < 9 4 7 2. W •? 9 

xmmm. m<g&m. mm&mmm . *> tt is <o m. m * ± t* w ft 

; H » # » G> » * (±0»*BfcritHflStt»Iff) , ^&y^^^ju^xx^m&y^ 



r 
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:H5t'#5 0 L /: ^ o T , * 31 ^ <D ft fl , Ji IB ^ & (c *f /!! T- ifc 5 0 
[01 14] 

L i» o t, iStt*»i: It* ( I ) * IS (I I ) oft 

* «P /> ft < t l ^ir^^JWic^^L^ SfitttdtrKMlfij******,*,, 

**W©ft*1*H:* Ip«4, *gpfi4 ( #J * j& i*i & 3t , IK^aA, 
tlrtftltt,L< (i^TiiM, * I* m ft & ^ ) , »'i'H-STi»6ofi 

[01 15] 

gPS^ffloilMtSIIirtt, ^/t;u, « ffj % A »K »**3J:tJ<IHttft^# 
L ^ ( ;* * d — ^ , ^ ^ h — * * * tlif ir^^i-^o r £ 5 

ftSJS! IS. 0 ft|&f£ (normal practice) Ht, ^^<t5ft^FSttft3R9J 

k ;jo x tt. <o m m ( m ^ & * ^ r v > m ^ ? * ^ v j* & t* <d n m m) % s -e ^ r 

[0116] 

gRfi4ffl^««9Jil:tt, *9J'tt^S«L3 mm. M M ft , > o 

^ ^ »J , S^»"C-«W^ffl^^n5^ettftR?PJ ( * ft if ) Sr^tf^y ^rV/v 

»j ft *r # *> 5 o w ^ j: 3 ft * b tt ft ft #j o te id % m & m n t v s< > h (mmm 

. *Lft»K SSftflK -H-flcffl. #Wcftl33J:t5#»ftif) ttA/T^ttJ:^. 
[0117] 

**lfii:ltofc*gqa4ffl««tt» ««Lfc*ttH<(4**lt«)*«, ■ 
*® ft , S fc tt ?L fl| ft £ * tr o **tt**SfcttR»Slofll±, /ot>>^^ 
- ,v % uy^y mmm (*y-^»33J:t5h!>*o=»^«ftif 

) , -tf 9 ^ > , asit/ttApTtgft***^^^ (^"U^^^zn^^ft^) T' S 



( 54 ) 2002-517500 

o c <d x o ft m m r± , ntsm. m m m % mtm* » avmmtemk z*>t *s 

y h Sr"& A/ -C V> T <fc V* o #J ^ l£ *ffl^2lgi§^ (bacteria-retaining f 

ilter) &ii-r«iB-r-5*K ft*»(C«SI9J«:ta^Ana^. M fi£4£> £fctf j& £ 

I 0 1 18] 

mm* it\±m** biSL^-r z ft #> <o&$. u m *s % rt ^ #j t» & »? . r n n s «= « 

H <£> ftfe d B£ ^ #J ( 3 ij s< # - £ ti JS #J ffl 17 * ^ ;* ft ^ ) Sr4A/t^-CU^. 

£ ffl i> r sesu -r z o 

[0119] 

$ S> K , # # W tf> it (I) * li (I I) <£> {fc ^ #3 i± , ^T60#^^l2«$ix 

7 2, 6 5 9 tCtt, 3l$5?£14#J ( bioactive agent) *5j;t;^yx^f;V^t 
tr»«»Uttaa*i:o^TEiSftt^5. *S#f^^ 5, 5 9 5, 7 6 0 ^ 

TV^o 1 9 9 7 ^9^9HH]i(D*|fl^WIS 0 8 / 9 2 9 ) 3 6 3 ^C(i 

V> 6 0 1 9 9 6 ^1 U 10^1(^^1^^11118 0 8 / 7 4 0, 7 7 8 ^i:fi 
, £ S tt SU *5 J: > ^ n^ar^ h y >-£^tfft»te»liiftfifc«Ko^T32tt$ 
ttt^5 0 1998^1^290m^O*S«F^m®5^O9/O15, 3 9 4 -*§• 

[0120] 

-JKttC, ^^P^^jm^fe(^^*tb^*:^0^(D^ (I) * fc (I I) *Mfc 
*^t»flllSS?*t?fcoTJ:v^ ; L a> L , ?£ ft j& # &li > X 33 ft #J M # # 



( 55 ) 2002-51 7500 

o IS, h *5 J: t5 15 a m ft ¥ 9h m « , iBi^&fiikg&fcSo. oo 

0 1 — 1 OOmgOfi-eS^^n^o 

I 0 1 2 1] 

B*L^841I11 Bl:#Il k g*fe9 0. 0 1-10. 0 m g T- £> 9 . * 

s t 3 , s s t 4 *5 J: s s t . ) tC^i-^Yb^^<D^?P^$r, [ 1 2 s I - T y r 1 1 

1 SR I F-l 4CDCHO-K1 V =7 ^ ^ ~7 ^ ^ hf®ffeb<nf&&m.W&m7£'tZ> 

[0122] 

t h s s t.S^^tef^yy-Mrit^tT^n-^y^Lfco 1 00b p 
<B5'— *«|Rffi«4:*£tfl. 5Kb Pstl-Xmnlir^^^h. 1 . 1 
7Kb0^iC3-KfCV^g«, *3j:tf230bp<D3' - * SB 1R £g £ > 
Bg 1 1 I y y^-«rftx.S I tiC<t »)^tttfc e #f)tl6DNA»fli ^pCM 
V-8 1 amH iSHfiCtyM-iy^L, lifLSS&S^^^S K ( Grae 

me BellW± % Univ. Chicago^tt) *T M '± L 0 s s t ^ ^C^i 

S-frS^o — >»fla*«r, y y8*;^>!>A#a:S (l ) Srffl^TCHO-Ki 

&flfl& ( ATCC) Ch7/^7x^ htSltCi^fco ^^^^ KpRSV-n 

e o ( atcc) n % m m ft - * — t i, x <s & ti tz 0 fu-^mj&mzo. 5 

mg/ml<Z>G4 18 ( Gibco) ^^CfRPMI 1 6 4 O^Ht^I^L, S3 
[0123] 

1 . 7Kb BamHI— Hindi I I yy^DNAl^iti: LT^SL, ~7 
7^^K^<^^ — pGEM3Z ( Proraega) siV'^Lfcfc h s s t 2 

V^h^^^^gr^ffci&e^te, G. Bel Iff ± (Univ. of Chicago) ^^<fft 
U T < tl ti D f^fLgiaflSlg^^^* — 12 , 1. 7Kb BamHl-Hindl 



( 56 ) 2002-517500 
I It T 9 7 ^ ^ KpCMV5<Di§^fHl]IS ( compatible restriction) :n >" K X 

o ^ 7 ^ ^ KpRSV-ne o d: , i^W^^^-* - t ITt^tL^o 
[0124] 

te hs s t,S:yM»)i--C»»Lfco ^ ± l£ = — KtSEJItt 2 . 4Kb 
BamHI — Hi nd I I I #r P*9 £ *L fc 0 2. 0Kb Nco 1-Hi n 

di i i^rM-^^^^{g^LTEcoRiy>^7 — £ a: fc & , :ti^pCMV 
^^^-(DEcoRisuecfAts^ici^ ^ kp cm 

yyK^^^!>^ft^j£^i^tCHO-Kl|flflS ( ATCC) (Ch^^^^rc^ h 
-tZ^t^XVnfco ^7*^ KpRSV-ne o ( ATCC) l± % iRnTtgiv- 

LTt^nfc 0 M-y«8lS1^0. 5 m g / m 1 <D G 4 1 8 (Gibco) 
^r^tfRPMI 1 6 4 0igi&4»-Ci!^L, $k <D ? v — ~ 1/ if ft ^ ^ *g # 4 1 i~ 

m m ts ^ fc » 

[0125] 

t hs s t 4 §:^^^^^ P 7^^ KpCMV-HXt, Graeme Be 1 1 1# dr (Un i v . 
Chicago) iU^Lfc. R^H-li, thsst 4 «T = — 4Kb 

Nhel-Nheiyy^^fK-, 4 5 6 b p <7) 5 ' -#^^^^^^1/200 
b p tf> 3 * -#i8iRfH^£r^^, ^jh,&PCMV-HX<E>Xbal/EcoRl 
SBffii:^ p- = y^t5» s s t^^^^Sr^c^W^^m^^rS^n-^ftaJlS^ 

y A*jtSS:ffl^tCHO-K l»fi (ATCC) C h 7 > ^ 7 x 

9 h-tZ^b\C3:Vmti 0 7 7 * % KpRSV-ne o ( ATCC) 15 % IS « W ffi * 
- t) — k L T S ^ o fv-^fflm^&O. 5 m g / m 1 (7) G 4 1 8 (Gibe 

o) ^StfRPMI 1 640Jgi&*T-iliRL > St<0*n—=i>'^S:fi 1 ^ % IS SI 

* tc IB at $ * fc o 

[0126] 

5)*l5o Greame Belltfpi (Univ. Chicago) li % Itl^K<^fttT<tlf: 0 



( 57 ) <&m 2002-51 7500 

& htl Z> I . 2Kb PCRBritli. 2 1 i& & 2t tf> 5 ' - # IS IR ffi «c , ^ - 

5 K p B S S K ( + ) OEcoRlffifiClfAtfc, & *f A , pCVM5li 

ai^i^^^-CtT'^o-^y/tSf:*^, 1. 2Kb Hindi I I 
-X b a 1 (rjti UTHtttfe, S S T,g8# i:$£«i:«a S * 6 ^ a - y 
&3J§£^£, yy»*;uv/|>A*tt:ftS:ffl^tCHO-KiliB (atcc) {: h7> 

X 7 ? Ft5:Ha^f: 0 ^9*5KpRSV-neo ( ATCC) ft % il ^ 
^r^/<C^-^-t LTt^ilfCo ^ D->Sej®^^0. 5 m g / m 1 CO G 4 1 8 
(Gibco) £ ^ O R P M I 1 6 4 0 igi&^T*l^L, ^ (D ? a — 1/ ? & ft 

[0127] 

fc h s s tSSff^l«££^»*-«a£*SCHO-Kljmil&«:, 1 0 % * 
->#f f? Jk. fi? £ 0 ; 4mg/ml^^^^>( gene tic in) ^^ifRPMI 16 
404 I T*iQ5g$-fr^) o #B fl& £ 0 . 5mM EDT A^i^tlKiL, 500 g. 
^J4 t CT*^5^Prl]5S^^SI-r6o ^L-;h^50mMM^ (pH 7. 4) 

£ ii: . 5 0 0 g. »4t-C»5»raa^»llt6p ^I^tfi^lC J: 
•9 ft? L , 3 9 0 0 0 g . 84fefil 0*IB8^»it5. ^ ^ y htH^a 
W*^St5»»**, 5 0 0 0 0 g, ^4tt^l 0»^S-L^1L, 
^ U y h (DWi* - 8 Ottftf t5 0 
[0128] 

[ 126 I-Tyr 11 ] S R I F - 1 4 iOg^ltll^^, / o euy!K9 

6^x^/1/- h * 2 IhI ff 5 • 50mM HEPES ( p H 7 . 4) , 0. 2 
% B S A . 5 m M MgCl,,200KlU/ml h 7 v' n — >V ( Trasylo 
1), 0. 02mg/ml/<Vh7'>^i3j;tJ?0, 0 2 m g / m 1 7 i ^ ;M f 

/u^/u^^/u^/u^-y K f , &i fl£ |g£ (i j^s/ufckO ^v/^Bi o ^ g) £ 

[ !25 I-Tyr 11 ] SRIF-14 (0. 05nM) t H 3 7 tt'fi 6 
0»W^ * a — Ft^o 
[0129] 

11L/; [ in I - Ty r 11 ] S R I F - 1 4 i» 6 O** t , Fi terma 



( 58 ) 2002-517500 

te 196 (Packard) JSBfl&££®tg£g£J8^T. 0. 1 % ztf V ^ 7 U s << % s 
(P. E. I . ) |:fftgLtfcV^wGF/C#7^l*7>f;V^-^U-h ( 
Unifilter, Packard) ^IttifilHiiit^ItCiD^lttSo 7 >f ^ — 
£ 5 0 m M HEPES^^^T^O — 4 t C-C^4 0? r^^r^U, Pa c k a r d 
To p Coun t $:ffl^TS!(W^^lfIt5o 
[0130] 

«F»»<S^li,ie-&^**»b*»»Wft^(0. 1 M M S R I F - 1 4 (O ft 

£ z> ^mmmmmffi ( m d d ic± onnf pr « ^ i& ( k i ) <e> « * » 3e -r s 

o 

[0131] 

^ir^f : cAMPHlSrtl4(7)|S : 
bhy^h^.^^^ (SRIF-14) -^^^-r^S:^^^^^$^5CHO 
-Kl 2 4 ^x/UiSl^Sv^f 1 ( tnul tidishes) F*9 <D R P M I 1 

6 4 0 ig J& ( 1 0 % F C S £ 0 . 4mg/ml^^5 : -v'>'£:^tf) * fll § 

^ o t& m . ^ » o hu [3 >fc- gi -r S 0 

[0132] 

i o 5 ii^/^x^o*faijS^, o. 5mM (i) 

;U >> (IBMX) ^ttSlfcO. 2% BSASr^tfRlV^RPMI 

0. 5ml 2 [h] 3fc # L , m 3 7 X; T~ ffi 5 ft Wl > * ~ - Ft6 B 
•g34KAMPOj^*k£, ImM 7 * /l- * V ^ (FSK) Sr ft 3 7 t » 15 

~3 QfrmmM-rz^kizx 

• {b^^OT^n^ h ft m * . FSK ( 1 a/ M ) , SRIF-14 ( 1 0 " 1 2 M 

-i 0" 6 M) *3 J: « 8Mb -& 4* (l 0' 10 M-1 o " 5 M ) SrPl$i:*itS:H: 

•fb'&»a>T>'*=r^;*hflsffl&. FSK ( 1 // M ) , SRIF-14 ( 1 — 1 
OnM) jo X » BMb m (10" ,0 M-10- 5 M) &m*$lZMZ-Z>ZklZ£lQ 
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[0133] 

SJSigifc£rEt9B£#. 2 0 0 m 1 O 0 . IN H C \ & M it Z> 0 c A M P £ 7 

i/t^ Ayr^t^S (Kit FlashPlate SMP001A. New England Nuclear) & 

^ x m & -r 5 o 

[0134] 

o -a * flU o V> T ft , ^J^Ll^J. B. Brown, Jounal of Neuroscience 6, 2064- 
2070 {\986)&mm<D Z t . KDit^^^^, * W SB ^ f I- # # £ L T » "T 

Stlfc^/U^ ^ ^»»ffl*IIRtfc, HRli* M. L. Leach et al. , (Epilepsi 
a 27 t 490-497 (1986)35 <£ U*Stroke24, 1063-1067 ( 1 99 3 ) <D 3£ & f£ t£ V* „ 0 t£ ^ 
^ * > 1£ (exogenous glutamate) ^rffll\T^^"^"6o 
[01 35] 

^^p^o>fb^^(i. sit <o^m & £xfnmmizft\,*&i&-* z 0 

[0136] 

[ fk 6 i] 

7h7t Kn-0-;fryU#y > 



R 2 




[01 37] 
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7 2 B» TO , «J2 0- 8 0 I C-Cr^7 f t F^ItSo Sf)tl^^^70 ( v> 

6 (Altechv' y 1j 1o - h y y X t^Altech-^ = * /U K £ & ffl ) r t «t 0 

gifi&ffj 1 

1, 2, 3, - (4 - ^ ^->7x^/U) - 3 (S) - ( 

- 9 II - t° y K [3, 4-b] 

[0138] 
[fb 6 2 ] 




[0139] 

2 - [1 (S) - T ^ y - 2 - ( 3 - W >- K — ) 3i ^ ] - 
1 H - ^ ^ / - ;1/ (lOOmg, l^M) © ^ o n ^ ;V A (0. 8mL) <7) 
l& x p t K ( 8 0 m L , 2 ^ fi ) ia j; 15 T F A (256mL 

. 1 0 3 ffl ) feiatta^fc. »2 0tf»2 0W»j$Ltt, r£ ^ 4£l £ ^ J£ 
TtfigL, » 9 * 4: T H F (5mL) *g ft? L 0 T^y^^/V^y^^U^ 

mm { s '< '< J * * J* . as Jn = i . 2 ^ y / g . 5 5 o m g . 2Sft) £ an 
x.. u&m*-®.. 2 o t: -e « » l . t Ltnatfc. & ^ > «««t*jet-c» 
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ffi l . mm$) t l -c mm =■ *> * m v> *> •> v * y y k (^-^^s^vy* 

y7^f (65 : 35) (4X^78%) i L T # „ 

[01401 
I it 6 3 J 

A/MR {'H. 400 MHz. CDC1,) : 12.2 (m. 1H. NH). 7.77-6.83 (m. 15H. Harom. NH), 5.29. 
5.17 (2s. 1H. H,), 4.42 (m. 1H, H,), 3.82, 3.78 (2s,. 3H, OCH s ). 3.49 (m. 1H, H,), 3.17 
(m, 1H, H,). 1.90 (s. 1H r NH). LC/MS: calculated MW= 420.51, m/z= 421.05 (M+H). 
m/z= 419.07 (M-H). 

[0141] 

mm&i 2 - \ 303 

X . ^fl^lfciB^W^j'fciiflJfiSKKigLSS. HTl:*tR'iR'tO#tt* 

#t>tt**t5:i#TS. tifeo-c. ■mmm<om\± (R ! ( K & £- 2 1) ) ( 

R 6 (IKI 6 2 ). - 1 3 0 2 Ki9tt*t«:c#ttS. 

[0142] 
[ft6 4 ] 



( 62 ) 



: 2 0 0 2 - 5 1 7500 




R 2 : 



PrVX 3 PrV^a ^tVq 



[0143] 
I AS 6 5 ] 
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j6r X} A XT 
XT" °Xr cl jSr jy°^ ^>°~~ N 





-6 ^2, °'>5 

5o .COS 
JO 




Ov. JO s - 



[0145] 

[0146] 
I it 6 7 ] 
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[0147] 

— « « ft ^ «B : 5£ (b) (Dik&tfoVX. -f y T * — h , <<y?-*isT*— b + 

N - ^ ^ > ^ >T h , 7 o y K4 fcttffitt* y» t , 

iS 3 * « fflt * * 2 0-7 OlCt'2-l 8^HS^$t6:t^t't 5, 

C J: ^*»t 

[0148] 

RW&m&vimt* (r 4 = ( c h 2 ) a n h b o c ) com&. «at5««ft* 

ft ( R 4 = ( C H 2 ) . N H , ) n s K - <%m4t&®)*m&&i* ( D C M / T F A 

1 0%) Ttf*it5:H:J:oT#6Ji5 B 

1, 2, 3, 4-^h^tKn-l - ( 4 - > h V 7 x ^ ;U ) - 2- [ ( 7 =c 
^^7;/) ^ ^ ^ ^ ] - 3 (S) - (4 - 7x^;> - 1 H-^( ^/-yu- 

2 - >r /u ) — 9 h — tr y k [3, 4 - b ] >r k — /n^cr^^T^fut^ 

-»^* : 

[0149] 
[ ft 6 8 ] 
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[0150] 

1, 2, 3, - (4-yh^->^^^/W) - 3 (S) - 

(4-7i^;I/-lH-^f^/-^-2-^/l') — 9 H — t° y K [3, 4-b 

] ^ K — A* (50mg) 0> ^ n n <JwU A (700mL) 4« CD ^ T 7" 1/^^ — 

^ L , ^LT^nn^/W^ (2mL) "C L 0 r^y^^^^U;*^!'^* 

Jig ( / »W * -5r -A , 8»1. 2 * y ^ tV / g , 1 9 8 m g . 2e3S) 

fin ft 3* ( 6 0 m g . «* 9 2%) £#^ 0 
[0151] 



A/MR ( 1 H, 400 MHz. CDCI,) 5: 9.2-6.7 (m, 22H, arom. H NH), 6.25 <m. 1H. H,). 5.80 (m, 
1H, H 3 ). 4.52-4.32 (m, 2H, CH,Ph), 3.81-3.28 (m, 5H, OCH„ H 4 , H 4 ,). LC/MS : 
calculated MW : 553.66, m/z = 554.2 (M+H). 

[01 52] 

HiW 13 0 5-1332 

R ft ^ m Wt . ft » ic ft & ix 6 > Sfcii#ft«#in£:fcrtS3III#te4*fci*> 

T , ««fll 3 0 4i:Sto*StH«i:Bai5 5. t£ o T , ^ T ^ i~ R 4 
kR'iofrH^^btSr^tftSi^tt, Itfl^tll ( R 4 ( K & g 9 ) 
) ( R 5 ( Q ft £ 3 ) = 2 7i:i!l»8t5:k*tS5. 



I ft 6 9 ] 
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[0153] 
[ 7 0 ] 




[0154] 

[01 55] 
I it 7 1 ] 




[01 56] 

— JK to ft ^ US ; 5t (c) F7t KD-j3-*;^!/y^, h x y ^ /c fi 
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te^ D D^/UA^(DlKfl:-7^^^^lit\ 2 0 — 8 0 *C 2 4 8 f%m&it I, 
&J6_CT 1 3 3 3 

1 - ^ ^ - 3 - (4-7in;l,-lH-^^)/-;U-2-^/l') — 9 H - t° 
y K [ 3 , 4 — b ] > K — A' : 

[0157] 
I ft 7 2 ] 



[0158] 

1, 2, 3, Kn-l-^^/U-3 (R) - (4 - 7x=;U - 1 

II < - 2 - ^ ;u) -9H-t e y K [3, 4-b] y K-^ (1 0 

Omg, l^iik) ^J:t5 — Kft-^V^V (600mg) (D ^ p p * (7mL 
) «f <DU&®} & % OtT^aNFli^atfco ^^»£#J2 0 £ CK1^£PL, ir 

7 >T h ( £1 ) * K T? » S U fc . «fKSr«EET"C»«UT, + d 

{C^^^ft^tL^ciS-^/i-^y^ (9 7mg) £ ft fc 0 
[0159] 



AW« ('H, 400 MHz, CDCy : 10.8 (s, 1H. NH), 8.77-7.25 (m, 11H, arom. H, NH), 3.07 
(/, 2H, J J = 8Hz, CHj), 1.85 (m. 2H, CH 2 ), 2.42 (m, 2H. CH*); 0.91 (t, 3H, 3 J = 8Hz , 
CH 3 ). LC/MS: calculated MW = 366.46, m/z = 367.19 (M+H), m/z = 479.15 (M+TFA). 

[0160] 

gljfeffll 334-1 336 




lit 7 3 ] 
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T > ^ISfli 3 3 3i:fi*©*i6iB«i:BaLfc. 

[0161] 
[It74] 




[0162] 

ggffig* 1 337-1493 

^/td: ^t^t^i: J; 9 # <b n £ , a Si * m * « H & ffl 
T. SIH»i:$ifli 3 3 3i:t*^J»ia 0«gL5 5o *»«©ftlift^ 
«fc5fctt*Six*: ( R 2 ( ■ ft X 4 ) ) ( R 5 (mmm 3 9 ) =1 56 c 

[0163] 
Ilk7 5 ] 
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R2 



RS 



j5 jy°'X> jy^J} 




NO, 




5 J6 J> 



Xr^ ^a C Xr N ° 



[0164] 

14 9 4 



(1R) -1- (4, 5 - i? * ? - 1 , ✓ — /U - 2 - >f ) 

(iH->fyK-^-3->r/v) - l- m^^r^v; 



- 2 - 
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[0165] 



lit 7 6 ] 



H 2 N 




CH 3 



. HCI 



[0166] 

( 1 R ) -1- (4, 5 - * 9 ;\s - 1 , 3-^-^*^^ — - 2 

- ( 1 H->f y - 3 - -f^) t - ^f ;U ( 3 g , 8. 
4^y^e/U) OHCl/AcOEt IN (80mL) ^ O *g £: . ^ *t T* #J 2 
. 5 B$ HQ S # U tz: . ^^^^jgJETT'ISl, ^ a: 9 yu^-^/U(10 0mL) 

mmm. (2. 4 g ) ^%t^ 0 m & 1 7 2 - 1 7 4 r 0 

(3R) - 1 , l-^^^yU-3 - (4, 5 - *J * 9 >V - 1 , 3 - t ^ t y - /U 

- 2 - >f /U ) - 2, 3, 4, 9-T h7k Ko- lH-d-^^^jyUifi 

[0167] 
[ it 7 7 ] 



[0168] 

(1R) -1- (4, 5 - v 5 * 9- - 1 , 3 — 3*- * * ✓ — /U - 2 - >f ) - 2 
- ( 1 H - ^ > K — ^ - 3 - A* ) ( 1 . 2 g , 3. 

6 s y * no (o >r y ^ p />v - ;v ( 2 o m i ) * <d ig i£ % 5 - j -r ; > (3. 
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lml, 2 0 ^; £ to tl , m & «3 & m 2 4 53 »£ b fc 0 ig K £ « IE T "C 

l!K # £ 0 » « ft ^ * (20ml) % & K . fttpHtiii-CNaHCO, 

(10%) *g f£ £ *P *L , ^ <D & , g£ ;n ^ ,u (3X1 5ml) & M X. ft D 7^ # > 

> 3 >-:fcJ:tfffilfctJgK — 8M£Lfc#««j£Ufe£r7k (2 0ml) ft # L , M 
g S O 4 -C ft fife U ti . *«E«r*flET-C3R*$-frrffl*»«r#, r^^^gl^J^U 
-CBFBft^^^/^ 7 * >- (7 : 3) tffl^S^y *y^-C©*7A^o-7 
7>r«-^J:9»»bfc D #folxfctt«t««:BlFlt3i^^ ( l 5 m 1 ) fc: * # L . H 
Cl^fflsfS^^/ufKDjgifc (IN) S:S2 Ott^^CllD^Ta^^^ifCo HI 
$3ii££f£#ifJ$L, it K «l £ ffl iS K X y> m#>. i/xf ;l,x-T;U-ei$^L, K *H 
It, 0. 1 4 gOBfiSSftSrttSSi: LtSfc B BS: 1 2 8 - 1 3 4 t 0 

m mm i 4 9 5 

(3R) - 3- (4-7x^;I/-lH->f /U - 2 - >f ) - 2, 3, 4 

4 ' - t° y > ] i& ^ i& 

[0169] 
1^7 8 ] 



[01 70] 

(1R) - 2- ( 1 H - >C > K — ^-3-^^) -1- (4-7i^^ - 1 H 

/U-2--Y/U) -l-^^vr^^J&^igtig, 2. 65^y^e 
;u ) ©^y^n^;-;!/ (15ml) ^co^ffifi, N--<>-;/-f/u-4 - tr° y 

k>(2. 64 g , i3^y^/u) &MKtz 0 mm*mi^mmffii,.m2ox; 
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^ i£ £ ® i£ T "C f& 0 SfcBlfcSrv^nn^*^ (3 0ml) 
1L, m 3 0 # TO , ^2 Ott^jf L/c 0 »feixfcttR4S*r«ifll£ ^ 
^ppy ^y^j:ut^xf/i,x-f/ut*i5t^l, 8;lLt, i2g<D^jg£f£4& 
«8IHt#f: 9 Bfe S : 240~244 t C o 
gglfeW 14 9 6 

(3R) - 3- (4-7x^;l--lH-^^/-;W-2-^/U) - 2, 3, 4 
, - ( t - ~f h * *S # # ~ /U ) - * fcT P [ 1 H — ft — 

*;u^y y - i, 4 ' - tf^ y v?>] 

[01 71] 
I it 7 9 ] 



[0172] 

( 1 R ) - 2- ( 1 H - -f ^ K — - 3 - >T ) -1- ( 4 - 7 x ^ ;V - 1 H 

-^r^^y — yu-2-^/u) - i-^^>T^>^i^i^ (i 4 g% 3 5 ^ y ^ /U 

) (D-f yyo/V-^ (2 10ml) <P (D&miZ. y l-t-yh^r'>*;^^/V 
- 4 - fc° y K > ( 3 5 g , 1 70^y-e^) fr All *: , ffl-&1*Sr3Kl2l*MlB«tL 
0 *jK£«ffT"C3K*£*fco » S tt * (150ml) £ *P xl , ^v^t\ * 
ttpHUi^l 0%NaHCOj*^Jli, -tLTBER^^/u (4X5 0 
ml) tttaitfCo -«^UfeW«fflfflttSr* (2X50ml) «5 j£ L * Mg 
S O 4 -C (6 * b . «lKSr«ffiT^I»*b-Ctttt»«:»fc. rfttt^y^nt? 

, w ^ _ ^ /U (150ml) «r*nix-5£@fl:Lfco t-««>, >r y :/ 
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p ^ /U ^ - 5r /U "C *fe # L . Kilt, 13. Sg<Dffimtk&®i*mtz 0 Bfc /& : 1 
1 8—1 20^0 

mmm i 4 9 7 

( 3 R ) - 3- (4-7x^;U-lH-^^//-;U-2->f;U) - 2, 3, 4 
, 9-f t Kn-^fcfn [lH-j5-*/W^y^-l, 4' - fc° y ^ ^ ] 

[01 73] 
[ft 8 0 ] 



[01 74] 

(3R) - 3- (4-7x-/l/-lH->f^y-;U-2-^/l') - 2, 3, 
4, F n - 1 ' - ( t - 7 h * is i3 — As ) - * fcT d [1H-/3 

-^/usKy^-i, 4 ' - tr^s y (13. 5 g , 2 8 s y ^* a- ) ©six 

^ (4 0 0ml) t<Og«^*»T^0 t C(CftiPt > iTkHC 1 ^xSt'2B| 

LfCo i£i£ifi£rNaHC0 3 l 0 % *g ?S X- M M m £ ^ * , 7KteJg£@fg£^^/t<< 
(3X50ml) T'itii tfco — fiM-Lfc^MtttWttS:* (2X50ml) "C 
# L , MgSO.T'^^L, 38 i& L , £ T , 1 0 g ©II4«»«:}|fc. 

: > 2 5 0 t o 
^i^l 14 9 8 

(1R) - 2- (l-^y/f^7x>-3-^^) -1- ( 4 - 7 x ^ ;U - 1 
H - 4 Z ? y* — - 2 - 4 - 1 - ? 5. >H C 1 
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[0175] 



lit 8 1 ] 




.ho 



[0176] 

(1R) - 2- (1 - '<l/V = f-jr7^y-?>-4?V) -1- (4 - -7 ^. z=- )V - 

1 H - ^ ^ :/ — ^ - 2 - ;U ) - zr- )V jl }V s< % 1/ f& t - (4g, 9. 

5^y^/U) (DIN HCL/AcOEt 7 0ml t©*jS«: 1 ©IBl, l^)50t 

\Z*T*U£>ti 0 m&M & mm L . v^^^yU^-^/l. (50ml) ^U0if: o # 

(3g) ^ifco j» /& : 190-192^0 

(3R) - 3- ( 4 - 7xx;i/- l H-^ - 2 - - 2, 3, 4 

, 9 - r h 7 t K p - 1 ' - [ N - ( 3 - tr V i> ~ ^ ) 2/ # ^ * X S K ] ^ t° 
n [iH— j8-*/u*y^-i f 4' - tf^y^y] 

[0177] 



[ft8 2 ] 




[0178] 
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(3R) - 3- (4 -7x^;U - 1 H-^{ 2 - ^/W - 2, 3 , 

] (0. 3 8 g , 10^y^e/v) ©^^nn^^V (5ml) ^cO^flStC, >f V 

f t^/yia-f!! v 5 ^ (o. i36 g . i o ^ y /u ) $:^ixfc 0 ffi^fe^ 

»3 0»IB, #3 2 0 <£ T- 82 # b . ^&nfcitlR««:«ia-Cfta?). ^ * n n ^ * >> 
fciUf^xf /Wx-f^-Cft^Lt, 0. 38 gOia4**«:Sfc. K J& : 2 

3 4 — 2 3 6 X: 0 
lii 14 9 9 

(3R) - 1 , 1 - y ^" - 3 - (4-7x^;U-lH-^^y/-^-2- 

4 JV ) -1, 2, 3, 4--rh7bKu [l]-0-^^^y [2, 3 - c ] t e y 

[0179] 
[ it 8 3 ] 




[0180] 

(1R) - 2- (l-^>'yf^7x>'-3->f/V) -1- (4 - 7x^ - 
lH-^f;^/-;P-2->f;H - 1 - ^ ^ > T ^ > ( 1 g , 2. 5^^^) 
Wn-y^y-;l/ (20ml) ^O^^d. 5-y t;> (2. 2ml, 13^ 

15ml) ^JJD^ & , «t»ttpHi45*-Cl 0%NaHCO J »jStlD?l 1 
*<D&. 9V (3X2 0ml) T- tt W U o — ttfcLfc#«ttttl*«:* ( 

2X1 0ml) tS^L, MgSO,-C«»U, «JUfc. *Mtfr»BETT«6S8 
HTj*«^^^f: 9 r;h,«:*lB«fcbTB»:*^A'/^:7 p *>' (1 : 1) £r ffl 
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y^D ^;Ux-f/U-Cit^Lr, 0. 1 gOSI4*ftS:1lfc B : 19 8- 

2 o o o 

llgjl 50 0 

(3R) - 1 , \ --J-f^^~3 - (4-7xr:;U-lH--f^> r -^-2- 

-Ow ) - 2 , 3, 4, 9-fh7tKp-iH-|S-^;v^y y7-7 7UgS 
[0181] 
I ft 8 4 ] 



[0182] 

(1R) - 2- ( 1 H - >T > K — ~ 3 - >f ) -1- (4 - 7 x ^ ^ - 1 H 

-^^^^-/u-2--r/u) - i- x^r;yfilt (i og, 3 3 y ^ /V 

) , n - ^ ^ y — 7U (15 0ml) fcit^S-yt/^ (23. 4 4 g , 165 

*y^e/>) o^^^^^4^RaiiSDU, ^-r— — *$SKSrJBv*Tiom 

■C — ft JtaJR U fc o SSE £ 3& £ it , »6*Lfc»B*«r»»3:^yu (10 0ml) 
i 1 0%N a HCO,S* (50ml) £: <£> R9 T BB U fz 0 7^ # ^ T" — > 3 ^ <£> 
& , ^~*«/i£lO%NaHCO,*gf& (50ml) <fc * T' *5fc # L , MgSO< 
■C « Ml L fc 0 *jfc*aK*£*T»fc»««fr#fc l , : tt^ V y * ^/^O 7 7 s/ 
dv F^77^ - (mmm : iS ? u u * ? is / & & zc <?■ /u 9 : 1) \C J; 

ifr L fc « . 3. 6 gO«|ft**trSK«S2: Ltftfc. BA : 1 6 0-1 8 2 




( 78 ) 2002-517500 

[0183] 

mm*&& (1. 3 g . 3 5 y * ) *T ± b >- (5ml) \C }g M b ti 0 7 ^ ;U 

m (448m g , 3 ^ y ^ ^ ) *tmx.tz 0 u&&*m5ox:{zuibxmm&ntz 

o -mtkWt-t Z> t > e^^f 0 ^g^f Co iS^^-ju^-^ ;U (2 0ml) £ *0 ;t , 
& SMt (1. 05g) «fc9*«&fc. » £ : 1 6 8 - 1 7 0 <C 0 

^IM 15 0 1 

(3R) - 3- (4-7m^/U-lH->r^^y r — /U - 2 - -< ) - 2, 3, 4 
, 9-^h^tKo-^t: 0 n [ 1 H - J - y V - 1 , 1 n^^^/l^ 

3 

[0184] 
I ft 8 5 ] 




[0185] 

(1R) - 2- (1H-^VK — — 3 - >f ) -1- (4 - 7x=;U - 1 H 

- -< ^ - 2 - -Y ^ ) - l - x ^ y r ;^ (0. 7 5 g . 2. 5^y^e/u 

) (C N 2 0 m 1 0> 1 , 2-^^udx^>, hy^^^-ng^^ (2ml. 255: 

y^e/u) fci^c/^D^/^yy ( 5 6 o m g , 5 ^ y * ) £ Jrn x. 0 U&m 
£iK)4l$Mi3»£b*: 0 S?>i:hy7;utoB8 (lml) ^^v^ o^/^ 
/>- (5 6 0mg) $r ilP x. » »*S:tt4W?IH«!rtfc D «jKSr«ffiTt?l»*U*:. 
Bt&VaiZ 2 0m 1 WjS^xf-;VioJ:t;i 0%Na HC 0 3 ^^$r J0tt o ^ # > 



( 79 ) 



2002-51 7500 



, 88it, 8 o m g (ommit^yozfttz* 20 8-21 ox:. 

m&m 1 5 0 2 

(3R) - 3- (4 - 7x^/U- 1 H-^T 5. ? — - 2 - << fr) - 2, 3, 4 
, 9 - f h 7 t K o — 1 ' - [3 - (4->f;V7x-;H - l - ^d 

] [iH-j-*/^y>-i, 4 ' - tf^y 

[0186] 
lit 8 6 ] 



[0187] 

2 0m) Ol^f F7 t Kn^^>{-1- ( 3 - ^ > f /l^7 ; / T'n - 

t * >- (o . i4mi. i u^e;K ^nx-fco m,&m*m i 5 ft m mw v . ( 

3R) - 3- (4 - 7x^;l^ - 1 H-^f /V - 2 — >f /U ) - 2, 3, 4, 

9-fh7tKn-7t 9 n [ 1 H - 13 y ^ - 1 , 4' - k°^y ( 

3 8 3 m g . 1 3 !* ) ^ J; 15 3 - (4 - ^f ^7xx;l/) ^ufc: 0 ^^^ (1 

6 4mg, 1 * y ) £ #0 * fc 0 S£S^fe^^J4 0t:i:li6, ^ (D VA fM T- - 
Rfc fit # L fc 0 ^i^^ffTt'^^L^o 2£@#!l£Pg£^^/U (2 0ml) t Zk ( 
10ml) t©|||t»»EUfc D x^^^-fa^O^, tilt: 1 0 %N a H C 
O 3 *g & , * "C iJfe » L , MgSO,-Ctt«Lfc D *tt*»E»S*T»«*«:#fc. 
Z tl & is V $i *f jv 'X* <D 7 y y is =*- 9 p — ( 81 S»J : SStif^/i? 

^nn^^> 1 : 1) fc £ 9 *jf M L 0 «#/i77^'>a « « L 




( 80 ) 



2002-517500 



g <o m m <t & m z m 0 ■ £ : 1 s o ~ 1 8 2 <c 0 
mmm 1 5 0 3 

(3R) - 3- (4-7i^;U-lH-^;y/-;U-2-^^) - 2, 3, 4 
, 9-7"h7tKn-i' - [ N - (4-bV7/i'*vJ?-si'y^^ AO # A' # 

10 18 8] 
I ffc 8 7 ] 



[0189] 

(3R) - 3- (4 - 7x^;u - 1 H->f ; A' - 2 - >f AO - 2, 3, 

4, 9-^h^fcKn-^t e n [1H— j8-*^*y^-l, 4' - k e ^ !i V 
] ( 3 8 3 m g , l^y^/U) ^^^OD^^y^^Sii:, 4-hy^/U^-a 
^^/U^^n^^yv-T-^— h ( 1 8 7 ra g % 1 5 2J * AO &r >&n ;t 0 U&ffo* 

m i m a # l . 2 om i (o^xf ;ux-T^-cf rl^o g[H-Afe©a:i 

ft S: * ig "C * «) . i/xf ;ux-f;VT^^Lt, 1 4 0 m g t^SiifiltfttSfc 
„ St : 222 — 224^0 
liWl 5 0 4 

(1R) - 2- TS/-1- ( l H--f y K-;u - 3 - f - 2 - * 

yxf > t - -? /u 

[0190] 




[fk8 8 ] 



( 81 ) 2002-51 7500 




[0191] 

£ ^ 2 0 0 p s i <D £ j£ 3§ K , * >V (2R) - 2- [ (t-^h*->*/U# 
7 ; ] - 3- ( 1 H - >f > K — - 3 - >f ^ ) :/ d y m — h (6. 2 
g, 2 2 > y ^ ;u ) fcit/NHj-efifiiLfc^y-^l 2 0ml tflljtfc. ^ 
»^U85t:t^]24^II^Lf: 0 « ft « . « £r s£ 38 £ , Siftf:^^ V 

? u ^ t\, ^ - =r >v * n tlx fcWi z ^ *l » aair, s. 4 g^ii^si^e^ 

Lti/Co B6 £ : 142-143^0 
(1R) - 2- T^y-l - ( 1 H - >f >- K — ;i/-3->f;Mf ^) - 2 - ^ * 

[0192] 
[ ft 8 9 ] 




[0193] 

(1R) - 2- T^y-l - ( 1 H - >T ^ K — A* — 3 - -Ol* * ^ A' ) - 2 - * 

*yxf ^8 t -^f (5g, 160^y^e/U)^l, 2 - > h 

*Vx^y8 5ml t©8*(^ N a H C O a (5. 2 g % 6 2 S ^E- A- ) £ , 

R^t?P,S ( ( 7 . 3 g , 3 2 ; y^e;u) & m 4 5 ft m ft X M tc 0 



( 82 ) 2002-517500 
HC0 1 »»^lt*'C8»lfco MgSO«"Cft*bfc«* * « B S: fi * b . >f 

y^y^y/v?^ y^o tvvx-r^ (1 : 1) &toKxm.*kf&ys&tfcm$itti 

[0194] 

Hb9 o ] 

MS :320.2 (MH + ) TLC: R, ^ 0.7 (CH^MeOH 90 :10) 

[0195] 

(1R) - 2- (1H--TVK — /U - 3 - A- ) -1- (4-^rc^/U-l, 3 
7/-^ - 2 - /U ) ^ ;W # /W> ^ > g& t - "f ?\s 

[0196] 
lit 9 1 ] 




[0197] 

( i r ) - - ( 1 H - >T > K — /U-3-^/U^^^) - 2 - ^ 

tt^r y ^ yi t -^f ;U (2. 2 4 g , 7^y^eA-):fcJ:tfa- 

y^Tir F7x;y ( 1 . 4 g , 7 * V ;u) <d , 5fe£:i::«R-rs* 

■C *D b fc (9 OX:) o Sl^U90t(:|U0»ii^L, *P & . Si^f 
/U (50ml) 3oJ;tf7k (25ml) £ *0 *i 0 ^MJg^X^^hb. 10%N 
aHCO,»**J:tf*t?»#L, Mg SO,T^iLfc 0 ^^£S£3g£i*rT#f;: 

9 5 : 5) id «fc t> 3fiJ © b 0 7 9 * is 3 >> & M ft ^ S 

*g b r , i. i g <omm$Lf&®> z ? y - a & <e> 3c t trsfc, 



( 83 ) 



2002-51 7500 



[0198] 
I it 9 2 ] 

MS :420.2 (MH*) ; TLC: R,= OJ (SiO, ; CH 2 Ci^tOAc 95 ;5). 

[0199] 

( 1 R ) - 2- ( 1 H->f y K-/U - 3 ->f -1- ( 4 - 7 x r: ;U - 1 , 3 

- ?-t y — - 2 - * /i>) - 1 - ^ ? > r x > mmm 

[ 0 2 0 0 ] 
[ <fc 9 3 ] 



[ 0 2 0 1 ] 

(1R) - 2- ( 1 H - -Y S K — - 3 - >T ^ ) -1- (4 -7x^/U- 1 , 
— /U - 2 - >f /U ) 3i ^-/U a* * j» t - :/ ^ (1. 2 g , 2. 8 

5 s y * ^ ) \z s mm^-^ (lomi) j3j:(;ssxf-/ut^iN hci^ 
m (20ml) j&n ^ fc o m m * m 2 0 x: x*m 2 «p m % *(i85o < cfft2Sf«i 

It, 1 g<0SJS£*4S£*i'>'^fetf>»5fc*: L T ft „ 8fc : 1 7 0-1 7 2 

(3R) -1, 1 - ^ y ^ /U - 3 - ( 4 - 7 x = /U - 1 , Z - *f~T V — /U - 2 - 
>f ^ ) - 2, 3, 4, 9-f F?t Kp - 1 H - y 
[ 0 2 0 2 ] 




[ Y t 9 4 ] 



( 84 ) 



2002-51 7500 




P 
p 



[ 0 2 0 3 ] 

(1R) - 2 - (lH-^^K — ^- S- ^/u) -1- ( 4 - 7 x = ;U - 1 , 
3 - f 7/-;> - 2 - -l-^^^T^^Jfe^J^ (2 1 Omg, 0. 59 

f^y^/u) n -^^ y - (i5mi) * <a * « k * 5 - y y v (o. 45 

ml, 2 . 5 * y -=e )V ) £ flP X. tz o »*ftt»2»B, ;JD » & ffi L , * b T 5 m 

tfft 0 i^ft^SEETtifit, 38 « * Sr 1 5ml ^S|xf l 5 m 1 CD 1 
0%NaHCO,S«i:OB-C»8lfc. X^V^—V a *T « H & * "C 

& ^ b . MgSO.-CRflfcLfco #K*3!K#S*T»fc»B4**:. ^ V * V ^ 
077 5/>'a^o-7h^77^ - (8fB9l : o p ^ ^ y/SSl^f ^ 97 

: 3) K J: !9 tt « L fc . ffi#477^^3ySrftfe, ffi *g U fc 0 8lftfc^if 

yucn — x7U^S5?ft?L. R»a:^/1'4 I 0>1N HC 1 £ flfl ;L 0 &fiJK«r«iB-Cft 

tb * v^xf /ux-f^-eS^LT, 8 5ml ©SiSfi»ttuy^fi©B*!: 
Lt^fco iK : 134~136 c C t> 



(1R) - 2- (i--<yyft7a:y-3-^/u) - 1 - 1 
H - >r ^ ^ ;/ — >u - 2 - >f ) xf ^; t - ^f 

[ 0 2 0 4 ] 
[ it 9 5 ] 



( 85 ) 



$tm 2002-5175 




[ 0 2 0 5 ] 

Bo c-D-a-^^y^^^wUT^-:/ (5 g, 1 5 ^ !) ^^1 ©I*x^ 
/ — fV (60ml) £ Xffc (20ml) *P <D f£ & iZ ^ & & ± is $ J* (2. 4 g 
, 7. 5^y-e^) £*D*. S^fe^S)20 t C-C»2eMI'nf:o 8£ £ /£ 
Tt'ii Lte^l»*^f t 0 :ti^^^;^;^7; K (10 0ml) \z» 
m U , 2-^n^r-irh^^y>- ( 3 g , 1 5 S U * /U ) "C 3S L p ^2 or 
t-ISftlfcl, g8E^8JET-Cfi8tfco ^©^Sr^S^^/^ (10 0ml 

) "C SI L . m b tltzttm®) (CsBr) £ ^ L , Mxf;K^#L, 2& 
^iffiTtSilT^ifei*$:#fc 0 ^IfrHV^ (10 0ml) \z.m 
m b . g*jS£T>-^~*A (23 3 0 0 3 U * A' ) £ #P X , £ ^ 2 B# fli] 

ISatLto ^ 2 0 tCftailtg, (5 0ml) & £ Xfffim^ ^ (10 0m 

1) &toz-tc 0 fil?:r^y hi, * (50ml) , 10%NaHCO,*« 
(2x50ml) . y 7 -Y >- (50ml) Sfc # L . MgSO«t?ft*lfc. ^ 
8££^J£T-e 38 £ it 0 -ry^u^ (6 0ml) £* @ fed flU *L . jlll IT, 
4g<&S«ffc^4**:6fe!»*£L-C#fc 0 j» £ : 1 1 6-1 2 0r o 

mm 2 

(1R) -1- (4, 5-^>f^-l, — - 2 - >f ^ ) - 2 - 

( l H - y K - - 3 - ^ ;u ) ^8 t - ^f 

[ 0 2 0 6 ] 
I ft 9 6 ] 



( 86 ) 



2002-517500 




[ 0 2 0 7 ] 

Boc-D-TRP-OH ( 1 5 g , 3 4 ; 1)^^) <D M 7k =^ ? S — (80 
ml) *P commit . K^irv-^A (5. 5 g , 17^y^AO & M 7L ft 0 
S:»ll»n, ^2 0 e CT«?#b, »£ET-CB«Uteft»*fcSfc. r it £ v?^ 
f;i/7t/^7> K ( l 0 o m l ) |:g»L, 3-:/n^e-2-y^y>- (3. 

5 6ml. 3 4 ^ y -=e /U ) t? & M U D »2 0 t tft 2 BfM ffl» L « , *g 8£ £r 
iflETT^i tti^«?r#fc 0 :h*B»xf;VfftIlfc B £t IS $5 (CsB 

r) ^r^^L, ««*3S«£i£Tjft2R#J«:#fco lh & * U ^ (4 0 0ml) 
H^M tto g^T>-^^£A ( 5 2 g % 6 8 0 y £ #D *L . ^^^^^3 

4 S^^iSjSLfco ^2 OtHftiPlfci, zK (15 0ml) fei^SBxf ;U 
(100ml) & m 7L fc 0 =r 11 — V a ^ 4) ft , ft mm * (100ml) % 

1 0 % N a H C O s *g «c ( 2 X 1 0 0 m 1 ) ft <fc 7 << If (10 0ml) "C 8c 

^7 9 is (1 : 1) SiSISJi: Ltffl^5Vy*^;utO*7^^D-7 h^7 7 

^-l:J:!)IIRLr, 3g(D0fil^fiJc#l^e^»^i:UT^fc o MA: 138- 
1 4 0 t „ 

[ 0 2 0 8 ] 

it & m M *t Z & (O ^ I* , ^ A £ tt fc * ^ §g <o \,y < o <E> it # ^ o ^ T ift W 

i- a t> s> -e * 9 , ^b^^^HPLC^^^Pp 1 ] ( # ) ftcttfKfi;*^^ h/^g 

[ 0 2 0 9 ] 

h7t-i^^f/H . 0. 8Da»<|fCilf: 0 80—1000Da<^fi^ 



( 87 ) ^ 2002-51 7500 

<o&iEte«< y a s< ; — ji- / ( i / i * fk ) *<D3 & hi) \f 

[0210] 

lifcHP 1 1 0 0 (t al/jr - K ) "C # £ 0 

HPLC*#ii*Oi!»-Cfc9, ft ^ Id fl i" 5 ft <E> ^ <E> # * I- ffl ^ fc: 0k # H 

fli <d m ^ +■ o 

£#A : 

b : r t h ^ h y ^ 

[0211] 

[16 1 1 



T (#) 


A% 


B% 


0 


100 


0 


1 


100 


0 


8 


30 


70 


10 


30 


70 



[0212] 

MM : 1 . 1ml /ft 
&A^fi : 5 n L 

# 7 -A : T-?7->(*-7^T ODS 3 {/ m 33* 4. 6 m m ^ f£ 

: 4 0 t: 
Sig : 2 2 0 n m 

ft # A tt . 5t 2 . 3 38,1:^4 ©ft^ftCBStSS^ioft^lfcOHP LC^tfi: 

ffl v> fc. 

ft ft B : 

Mm : A : * + 0 . 04%hy^/U^nR® 
B : 7 t h x h y ;l/ 



( 88 ) 



<fc$l 2002-517500 



[0213] 

im 2 ] 



T(#) 


A% 


B% 


0 


100 


0 


1 


100 


0 


8 


30 


70 


10 


30 


70 \ 



[0214] 

II : 1 . 1ml /ft 
^A^l : 5 & L 

X 7 J* : 7^7^7x7 ODS 3 // m 33* 4. 6 m m F*9 

: 4 0 t 
fit S : 2 2 0 n m 

* # B I* % « 1 Oft^»lCB8t5* t^ft^tt^H P L C»«f l^fflV^ B 
*WC : 

% & : A : * + 0 . 04%M7;^nS8 
B : 7 t f ^ h y yu 

[0215] 

[^ 3 ] 



T (#) 


A% 


B% 


0 


90 


10 


1 


90 


10 


8 


0 


100 


10 


0 


100 



[0216] 

SfSffi : 1 . 1 m 1 /ft 
&A^ffl : 5 n L 



( 89 ) 2002-51 7500 

# 7 : T T 4 * 7 =cT ODS 3 /i m 33* 4. 6 m m ^ & 

a^S : 4ot: 

& 6 : 2 5 0 n m 

[0217] 
I ft 9 7 ] 



( 90 ) 



toil 2002-517500 



X"" 

ai H 










ft 




R2 


ft3 


Rt (min) 










4.6 


493.3 


2 






S.1 


553.3 


3 


V 

NH 




<.9 


506.4 


4 






SjO 


471.3 


S 






4.7 


433.4 


6 






4.7 


471.3 


7 






5.6 


500.3 


e 






7.2 


574.3 


9 


s 




4.7 


477.4 


10 






4.4 


520.4 



[02181 
[ it 9 8 J 



( 91 ) &m 2002-51 7500 



o 

<r 

or* 












R2 


R3 


Rt (min) 










4.4 


520.4 






O'" 


4.B j 


519.3 


12 


Cucr" . . 


O'' 


5.3 


579.4 


13 


NH 


O'' 


5.1 


532.4 


14 




O'' 


5.2 


497.3 


15 


r" 


• 

O' ' 


4.9 


519.4 


16 




o*" 


4.9 


497.3 


17 


• 


O'' 


6.0 


526.3 


18 


. - ™ 


O'' 


7.4 


600.4 



[0219] 



I it 9 9 ] 



( 92 ) 



2002-51 7500 



0 












R2 


R3 


R! (mln) 




19 




O'' 


4.9 


503.4 


20 


* 1 1 


o 


4.6 


546.4 


21 




^ NO, 


5.0 : 4.9 


588.3 


22 


O ry NH . 




5.4 : 5.3 


646.3 


23 


Her 

NH 


9* NO, 


5.2: 5.1 


601,3 


24 






5.4 ; 5.3 


566.2 


25 






5.05 : 4.97 


566.3 


26 






5.1 ; 5.0 


566.2 



[ 0 2 2 0 1 
IftlOO] 



( 93 ) &m 2002-51 7500 



















R2 


R3 


Rt(min) 


(M*H)* 


27 


• 




6.2; 6.1 


595.3 


28 


r 






OC3.0 


29 






5.05 ; 4.95 


5723 


30 




(TV ' 


4.7 


615,3 


31 






5.0 


557.3 


32 




ft 


5.4 


617.4 


33 


NH 

• 




5.2 


S70.3 



[ 0 2 2 1 ] 



[ftl 0 1] 



( 94 ) 



fttt 2002-51 7500 





o 

H 














R2 




ftt (min) 




34 




( 




5.4 • 


535.3' 


35 








5.1 


657.4 


36 






5.1 


535.3 


37 






6.2 


554.3 


38 


• 




7.5 


63*4 


39 






5.1 


541.3 


40 






4.6 


564.4 


41 


s j 

™-N_0 


CO' ' 


4.7 


557.3 


42 






5.1 


617.3 



[ 0 2 2 2 ] 



nu o 2] 



( 95 ) 



#^ 2002-5 1 7500 



o 

*• 












R2 


R3 


Rt (min) 




43 


"V 

NH 

>• 


•:o- ' 


4.9 


570.3 


44 




SO'' 


5.0 


535.3 


45 


r" 

•» „ 


<:o' : 


4.B 


557.3 


46 


0^ NH - • 


vQ'' 


4.8 


535.2 


47 




CO'' 


5.6 


564.3 


48 




<:o'' 


7.2 


638.3 


49 




<:o'' 


4.7 


541.3 


. 50 




CO'" 


6.3 


570.2 


51 




- s O' 


5.0 


5593 



[ 0 2 2 3 ] 
I ft 1 0 3] 



( 96 ) 2002-517500 



o 

Vnh 

ay- 












KZ 




Rt (min) 




52 


Cucr"-. 




5.4 


619.3 


53 


V 

NH 

* 




5.2 


572.3 


54 






5.4 


537.3 


55 






5.1 


559.3 


56 






5.1 


537.3 


57 


%hn ^-O' 0h 




6.1 


566.3 


56 






7.5 


640.3 


59 






5.0 


543.3 



[ 0 2 2 4 ] 



lit I 0 4] 



( 97 ) 2002-51 7500 



o 

or* 












R2 


R3 


Rt (mm) (M++i)+ 


60 






6.6 


572.2 


61 


% r — > 




4.5 


511.3 


62 






5.0 


571.3 


63 




1 


4.7 


524.3 


64 




f 


4.9 


489.3 


65 


f 


t 


4.6 


511.3 


66 




T 


4.6 


469.3 


67 




1 


57 


518.3 



[ 0 2 2 5 1 



[ it 1 0 5 1 



( 98 ) 2002-517500 



0 

r^NH 














R2 


R3 


At (mil) 




68 


Q a 


1 I 


7.1 


592.3 


€9 


hn-\_ n Q 




4.5 


495.3 


70 




s """^ 

T 


6.2 


524.3 


71 




i 


4.1 


514.4 


72 




1 


4.5 


674.4 


73 


- NH 

* 




4.3 


627.4 


74 




i 


4.4 


592 3 


75 




1 


4.2 


614.4 



[ 0 2 2 6 ) 



(fbi O 6) 



( 99 ) 



4$^ 2002-51 7500 



o 

r^NH 

ai 














R3 






76 




. ^ jO'" 

1 


4.2 


592.3 


77 


\ 




4.9 


621.4 


7B 


. - HN 


1 


e.i 


695.4 


7 9 






4.2 


59B.4 


BO 


p6 


1 


5.3 


627.3 



[ 0 2 2 7 J 
[ it 1 0 7 1 



( 100 ) 



2002-517500 



H 












R2 


R3 


RHmrO 




1 






4.8 


438.4 


2 






4.6 


474.4 


3 






5.2 


552.4 


4 






5.2 : 5.1 


5B3.3 


5 




<:xr 


4.8 


552.3 


6 






5.7 


564.4 


7 




P" 


4.9 


538.4 


6 






4.9 


538.4 


9 






3.3 


586.2 


10 






5.0 


514.4 


11 






4.7 


506.4 



[ 0 2 2 8 ] 



[{LI 0 8 1 



( 101 ) 



# m 2002-51 7500 



rrC NH 

^2 












R2 


R3 


Rl (min) 




12 






O" 


5.1 


653.3 


13 






5.2 


554.3 


14 






4.5 


551.4 


15 . 






5.0 
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